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Date of Mailing 
(day/month/year) 



Applicant's or agent's file reference 
19801-8-4PC 



FOR FURTHER ACTION Sec paragraphs 1 and 4 below 



International application No. 
PCT/US02/05804. J 



International filing date 
(day/month/year) 

85 FEBRUARY «oo« J 



Applicant 

CELLGATE, INC. J 



The applicant is hereby notified that the international search report has been established and is transmitted herewith. 

Filing of amendments and statement under Article 19: ~? "~ ^ " 0 z „ . A „ 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally two months from the date of transmittal of the 
international search report. 

Where? Directly to the International Bureau of WIPO, 34 chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

The applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17(2)(a) to that effect is transmitted herewith. 

With regard to the protest against payment of (an) additional fee(s) under Rule 40.2. the applicant is notified that: 
1 — 1 the protest together with the decision thereon has been trar^mitud to the International Bu^utoget^r wi& the 
11 applicant's request to forward the texts of both the protest and the decision thereon to the designated Of rices. 

|-| n o decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



4. Reminders 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. If the 
apS? wishes to avoid or postrX publication, a notice of withdrawal of the international appLcaOon. or of the pnontydam^ 
n^^c^Tlriernational ^eauas provided in rules 90 bis. 1 and 90 to. 3, respectively, before the completion of the technical 
preparations for irternational publication. «. ^ 

Within ^J^f^L^^^ out only in respect of some designated Offices a demand for '^^"^SSy 
examination must be filed if the applicant wishes to postpone the entry 1*0 the national phase until 30 monthsfrom t^pnoruy 
o^^so^e Offices even later) Otherwise the applicari must, within 20 months from the priority date, perform the preseenbed 
acts for entry into the national phase before those designated Offices. io-z_i-ox 

In respect of other designated Offices, the time limit of30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCI7IB/301 and. for details about the applicable time limits. Office by Office, see the PCT Applicants'* 
Guide, Volume II, National Chapters and the WIPO Irternet site. 
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international search report. 
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1211 Geneva 20. Switzerland. Facsimile No.: (41-22) 740.14.35 
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« n The applicant is hereby notified that no international search report will be established and that the declaration under 

I I Article 17(2)(a) to that effect is transmitted herewith. 
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r-J no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 
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In respect of other designated Of fees, the time limit of 30 months (or later) wU. apply even if no demand is fUed within 19 months. 
See the Annex to Form PCT/IB/301 and. for details about the applicable time limits. Office by Office, see the PCT Applicants 's 
Guide. Volume II. National Chapters and the WIPO Internet site. 
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INTERNATIONAL SEARCH REPORT 



(PCT Article 18 and Rules 43 and 44) 


Applicant's or agent's file reference 
19801-2-4PC 


FOR FURTHER we Notification of Transmittal of International Search Report 
ACTION (Form PCI7ISA/220) as well as, where applicable, item 5 below. 


International application No. 
PCT/US02/05804 


International filing date (day/momhfyear) 
25 FEBRUARY 2002 


(Earliest) Priority Date (day/monlh/year) 
23 FEBRUARY 2001 


Applicant 

CELLGATE. INC. 



according to Article 18. A copy is being transmitted to the International Bureau. 
This international search report consists of a total 

-51 sheets. 

is also accompanied by a copy of each prior art document cited in this report. 



he ant 



l. Basis of the report ~ 

a. With regard to the language, the international search was carried out on the basis of the international application in the 

language in which it was filed, unless otherwise indicated under this item. 

□ the international search was carried out on the basis of a translation of the international application furnished to th 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino add sequence disclosed in the irternational application, the international sear 

was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form 

□ 

furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

PI thc dement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
'—i the 

□ 

the statement that the information recorded in computer readable form is identical to the written sequence listing has b eei 
furnished. 



2. 



Certain claims were found unsearchable (See Box I). 
S * CD Un »ty of invention is lacking (See Box II). 
4. With regard to the title, 

1 x[ the text is approved as submitted by the applicant. 

| | *he text has been established by this Authority to read as follows: 



6 ' W * th r *S**d to the abstract, 

I j the text is approved as submitted by the applicant. 

Px| thc text h*« heen established, according to Rule 38.2(b). by this Authority as it appears in 
Box III. The applicant may. within one month from the date of mailing of this international 
search report, submit comments to this Authority. (o - - oi, 

6. The figure of the drawings to be published with the abstract is Figure No. t 

I I " suggested by the applicant. , , 

I None of the figures, 
because the applicant failed to suggest a figure. 

because this figure better characterizes the invention. 
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INTERNATIONAL SEARCH REPORT 



Box III TEXT OF THE ABSTRACT (Continuation of item 5 of the first sheet) 



The technical features mentioned in the abstract do not include a reference sign 
between parentheses (PCT Rule 8.1(d)). 

NEW ABSTRACT 

This invention provides compositions and methods for enhancing delivery of drugs 
and other agents across epithelial tissues, including into and across ocular tissues 
and the like. The compositions and methods are also useful for delivery across 
endothelial tissues including the blood brain barrier. The compositions and 
methods employ a delivery enhancing transporter that has sufficient guanidino or 
amidino sidechain moieties to enhance delivery of a compound conjugated to the 
reagent (see Figure 4) across one or more layers of the tissue, compared to the 
non-conjugated compound. The delivery-enhancing polymers include, for example, 
poly-arginine molecules that are preferably between about 6 and 25 residues in 
length. 




International application No. 
PCT/USoa/05804. 



Form PCT/ISA/210 (continuation of first sheet(S)) (July 1998)* 



INTERNATIONAL SEARCH REPORT 



International application^No. 
PCT/US08/05804 



| A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) :A6lK 31/155, 31/S28, 38/03, 38/04. 38/13, 38/16 

US CL :6l4/« f 11, 1«. 13, 14, 15, 16, 17, 862. 631, 634 ..... j ,n P 

1 According to International Patent Classification (IPC) or to both national cla ssification and IPC 

1 B. FIELDS SEARCHED ___ — 

I Minimum documentation searched (classification system followed by classification symbols) 

U.S. : 514/8, 11. 12, 13, 14, 15, 16, 17, 262, 631, 634 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields 
searched 



| Electronic daU b«« consulted during Che international search (name ofd.t. base and. where practicable, search terms used) 
Please See Extra Sheet. 



i C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 0 



x 



i A, P 



Citation of document, with indication, where appropriate, of the relevant passages 



US 5,716,614 A (KATZ ET AL) 10 February 1998 (10/02/98), see 
entire document. 

US 6,013,628 A (SKUBITZ ET AL) 11 January 2000 (11/01/00), 
see entire document. 

US 6,089,234 A (R. BRETTON) 18 July 2000 (18/07/00), see entire 
document, especially column 5, lines 28-30, column 6, line 33, 
claims 1, 7, and 8. 

WO 01/13957 A2 (CELLGATE, INC.) 01 March 2001 (01/03/01), 
see entire document. 



Relevant to claim No. 



1-36 



1-36 



1-5, 7-9, 20, 21, 
23-28, 31, and 34 



1-36 



[|] Further documents are listed in the continuation of Box C Q See patent family annex. 



•L" 



BpocUl categories of cited document* 

document defining the gonerxl sUte of the art which is not considered 
to bo of particular relevance 

•arlior document published on or after th« international filing dale 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
leon (as specified) 



document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the International filing date bnl later 
than the priority date claimed 



T" later document published after the international filing date or priority 

£te «d uTto Conflict with the application but cited to understand 
the principle or theory underlying the invention 

-X" document of particular relevance; the claimed invention *>e 

considered norcl or cannot be considered to involve an inventive step 
when the document k taken alone 

-V- document of particular tolerance; the claimed invention cannot be 

* considered to involve an inventive step when the document is combined 
with one or more other such documents, such combination being 
obvious to a person skilled in the art 

■ document member of the same patent family 



Date of the actual completion of the international search 



03 MAY 8002 



Date of mailing of the ^^j^^J^^S 



report 



»9W 



Name and mailing address of the ISA/ US 
Commissioner of Patents and Trademarks 
Box PCT 

Washington. D.C. 20231 
I Facsimile No. (703) 305-3SSO 



JEFFREY E. RUSSEL 
Telephone No. (7 3)3 8-0196 



Form PCT/ISA/*! (second aheet) (July 1998)* 



INTERNATIONAL SEARCH REPORT 



International application J^o. 
PCT/US02/058O4 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



ROTHBAED et a! Conjugation of arginine oligomers to 
cyclosporin A facilitates topical delivery and inhibition of 
inflammation- Nature Medicine. November 2000, Volume 6, 
Number 11, pages 1253- 1257. 



1-36 



Form PCT/ISA/810 (continuation of second sheet) (July 1098)* 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US0S/0580+ 



B. FIELDS SEARCHED 

Electronic data bases consulted (Name of data base and where practicable terms used): 
EAST, DIALOG 

search terms: eye, ocular, cornea, corneal, retina, retinal, optic, guanidino, am id i no, conjugate, poljarginine, linker, 
acyclovir, cyclosporin 



Form PCT/ISA/810 (extra sheet) (July 1998)* 



NOTES TO FORM PCT/1SA/220 



These Notes «rr micoded to g)ve the basic instructions cooocrajng ihe filing of traenctmcnis under Article 19 The 
Notes ire based on ihe requirements of ihe Pitcni Cooperation Trcicy aod of the Reguiauons tod the Administrative 
Instructions uoder that Treaty. In case of discrepancy between these Notes tod those requirements, the latter • re applicable 
For more detailed in/ormauon. see also the PCT Applicant 's Guide, a puWicauoo of WTPO. 

In these Notes, -Anidc", -Rule- and -Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Adnurustrauvc Lis (ructions, respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE it 

The applicant hat, after having received the interna tiooal search report, one opportunity to amend the claims of the 
iocernauonai application, b should however be emphasised chat, since ail parts of me mtemaoonal application fdaims 
description and drawings) mav be amended during the international r ->'j--»»'y '~»-~"^ r race J li il there ts tmullv 
oo need to Gk a mend m en ts of^ 19 except where, e^ the applicant wan* the fa to 

forme purposes c/provtsaooal protection or baa another reason for amending the claims before interna tiona! publication 



•w» r^r^ ^ftwwiMjm^ pwMwioa or on iwua nuw iw uxaaui use aasa oci ore mtcraauonal pub 
Furthermore, k should be emphasized that provisional protection is available in some States only. 

Wkat parts of the UUrmataostal application may be amended ? 
The daims only. 

SapieTnT^ 00 *** dr * wia * x 0X1 y be during international preltminary enmination under 

When? ^^fa2mom1bs from ^ Che date i of transmittal of the intemational aearcb report or 16 months ten the priority 



* ****** * irao idc we oc unmnicou ot me Bacnaaqnai seven report _ _ 

a*e, whichever tur*liniKejqp^ U should be noted, however, to the amendments wtt be 
ts having been tece^ o 

a|p&^fa»e kmh but before the compk^ of the technical pt^pamtfooa (or ioiexmWoStpSb£tatioo 

Where not to file the nmetadmemts T 

The amendments may only be Gled with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46 J.). 

Where a demand for international preliminary examination has been/is Gled, see below. 

How t Either by cancelling one or more entire dairm, by adding one or more new da am or by «w^4ttif the text of 
one or more of the daima as Gleet 



oat be aubmiaed for each sheet of the claims which, on account of an 
differs from the sheet oripnalty filed. 

All the claims appearing on a lepUcement sheet must be numbered In Arabic numerals. Where a daim is 
cancelled, no renumbering of the other daims is required. In all cases where claims are renumbered, they must 
be renumbered oonsecutrvely (Administrative Instructions, Section 205(b)). 

What documents ta oat/may awxocnpaay the amendments ? 

Letter (Section. 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended daims. It should not be 
confounded with the ^Statement under Arudc 19( 1)" (tee below, under •Statement under Article 19(1)~). 

The letter muse indicate the differences -between the daims aaXiled and the daims aa amended. It must, in 
particular, indicate, in connection with each dann appearing in the international rppt tcrtioo (It bcm^ttnderstoc>d 
that identical indications concerning several daims may be grouped), whether 

(i) the claim is unchanged; 

(ii) the daim is cancelled; 

(iii) tbe datm is new; 

(ivl the datm replaces orve or ra ere as ims as fi led; 

(v) the daim is tbe result of ibe divuioc c( t dtim as filed. 



Notes io Form PCT/1SA/Z20 (first aheei) (July 1W) 



